Results: The mean age of the patients at the onset of the symptoms was 28±10 years. A total of 48 patients developed CVST before or at the onset of ISG fulfillment, while 52 developed CVST after a median 3 [2-8] years of ISG fulfillment. Superior sagittal (n=47) and transverse sinuses (n=46) were most commonly involved followed by sigmoid sinus (n=26) and jugular vein thrombosis (n=15). A total of 59 (53 M/ 6 F) patients had vascular involvement in addition to CVST: these were deep vein thrombosis of the lower extremities (n=47), pulmonary artery involvement (n=17), Budd-Chiari syndrome (n=9), vena cava superior thrombosis (n=6) and major arterial disease (n=3). In about half (32/59), CVST preceded any type of additional vascular involvement. Eye involvement was seen in 37, parenchymal CNS involvement in 8 (all later than CVST) and gastrointestinal involvement in 5 patients. Seven patients had died. By the end of the study, 87 patients were alive and contacted with a median follow-up time of 11 [6] [7] [8] [9] [10] [11] [12] [13] [14] [15] years. Only 6 patients had a relapsing CVST course. Information about medical treatment was present in detail in 87 patients of whom 75 received short courses of glucocorticoids with (n=12) or without anti-coagulants. A total of 81 patients received immunosuppressive agents, most commonly azathioprine. Four patients underwent lumbo-peritoneal shunting surgery (1 was successful) and 1 with arterio-venous fistula underwent vascular embolization. Fifty patients were re-evaluated at the clinic. None had of symptoms of intracranial hypertension. Ophthalmological examination showed that 17 patients had complications such as bilateral optic atrophy (n=3), bilateral papilledema (n=5), bilateral optic disc pallor (n=4) and fibrotic scars around optic disc (n=5). Sensorineural type hearing loss was detected in 4 patients. Neurological examination was found to be normal in 43 patients with isolated CSVT, whereas abnormal in the remaining 7 patients with concomitant parenchymal CNS involvement. Cranial MR/MR venographies at the end of follow-up, were abnormal in 36 patients showing occlusion/ irregularity/ hypoplasia or collaterals in the sagittal (n=19) or transverse sinus (n=17). In the remaining 14, MR venographies were normal. Conclusions: CVST due to BS is closely associated with vascular involvement in the body and may be considered as a risk factor for future vascular involvement. CVST relapses are rare; however, the course is not uneventful: visual acuity or field may be impaired totally or partially because of optic disc atrophy; in addition hearing deficits may occur. Background: Rituximab (RTX), a chimeric monoclonal antibody against CD20, is increasingly used in the treatment of B-cell lymphomas and autoimmune conditions. It has been shown that some patients develop hypogammaglobulinaemia after treatment. Objectives: To assess frequency and predictors of hypogammaglobulinaemia after RTX treatment in a monocentric cohort of patients affected with granulomatosis with polyangiitis (GPA), microscopic polyangiits (MPA) and connective tissue diseases (CTD). Methods: We retrospectively reviewed all patients receiving RTX and concomitant/sequential immunosuppressants between 2007 and 2016 in a single rheumatologic center. Serum levels of total Ig and lymphocyte subsets were recorded at the time of RTX administration and 3-6 months later. We investigated the frequency of hypogammaglobulinaemia (IgG<6 g/L) and its related events. Results: 72 patients, 30 (41.6%) GPA/MPA, 25 (34.7%) systemic lupus erythematosus, 13 (18.1%) systemic sclerosis and 4 (5.6%) poly-dermatomyositis were treated with RTX. We analyzed 113 RTX infusions, with 41 (36.2%) retreatments (median 2 [2-6]). We excluded 12 patients/18 infusions due to incomplete data. RTX was administered at the dosage of 1000 mg twice in 68.1% of patients and 375 mg/m 2 weekly in 31.9%. IgG levels after RTX infusion were available in 68 (71.6%) patients. We observed a significant decrease of IgG levels between baseline and 3-6 months after RTX infusion in all patients (0.001). The frequency of patients with IgG<6 g/L was 22.1%, and 8.8% had IgG<4 g/L, significantly higher in GPA/MPA patients (0.008), with short disease duration (0.001), lower IgG levels at baseline (0.008), higher prednisone equivalent (PDE) cumulative dosage per year (0.006) and higher daily PDE dosage after RTX (0.001) ( Table  2 . GPA/MPA patients at infusion were older (0.002), presented shorter disease duration (0.001), lower IgG levels at baseline (<0.001) despite lower rate of nephrotic syndrome (0.003). Moreover they were treated more frequently with Azathioprine (0.007), RTX 375 mg/m 2 weekly protocol (<0.001) and higher PDE cumulative and daily dosage (<0.001, 0.01 respectively). Only 5 patients (5.2%) experienced severe infections within 12 months, more frequently in IgG<6 g/L patients (0.007).
Conclusions:
In autoimmune rheumatic diseases, diagnosis of GPA/MPA and glucocorticoid therapy resulted independent predictors of hypogammagobulinaemia after RTX treatment. Despite low IgG levels were associated with higher infections risk, rare severe infectious events were observed. Background: Several chronic inflammatory diseases are associated with cardiovascular disease, but the cardiovascular risk in ANCA-associated vasculitis is poorly quantified. Objectives: The aim of the present study is to review the evidence for the increased cardiovascular risk in patients with ANCA-associated vasculitis. Methods: A comprehensive systematic review was conducted in accordance with guidelines of preferred reporting items for systematic reviews and meta-analyses (PRISMA). The databases PubMed, Embase.com and the Cochrane Library (Wiley) were searched for original observational studies reporting an estimate of the association between ANCA-associated vasculitis and cardiovascular events, including ischemic heart disease, cerebrovascular accidents and/or peripheral arterial disease. The quality of the included studies was assessed with the Newcastle-Ottawa Scale. Summary estimates were derived with a randomeffects model and reported as relative risks. Results: 1375 studies were identified and 7 studies were included comprising 14098 ANCA-associated vasculitis patients versus general population controls in 6 studies and chronic kidney disease patients in 1 study. ANCA-associated vasculitis carried a relative risk of 1.65 (95% confidence interval, 1.23-2.22) for all cardiovascular events, 1.60 (1.39-1.84) for ischemic heart disease and 1.20 (0.98-1.48) for cerebrovascular accidents. We did not find studies that addressed the risk for peripheral arterial disease separately. Figure  1 ), mirrored by a higher annual severe infection rate (p=0.041; 0.22±0.69 versus 0.05±0.17) and annual mortality rate (p=0.001; 0.33±1.02 versus 0.01±0.08) in EP group. Relapse rate was similar in YP and EP within 5 years (Figure 1 ). Lymphopenia rate (at least 1 event, <1000x10 9 /L) was significantly higher in EP only at 6 month (p<0.05), whereas severe lymphopenia (<500x10 9 /L), leukopenia (<4000x10 9 /L) or hypogammaglobinemia (Ig<5g/L) rates were similar in both groups during the follow-up. Persistent lymphopenia (≥12months, <1000x10 9 /L) was detected in 3 patients after cyclophosphamide treatment (2 YP and 1 EP). Only relapse before 2 years of follow-up was associated with infections in YP (p<0.001, OR 4.0 [CI 95%, 1.2-13.3]), but not in EP. Conclusions: Heart failure is more frequent in older patients, which have higher infection and mortality rates. Transient lymphopenia is significantly higher in EP after induction treatment, but is not associated with their increase in infectious events. Despite a similar incidence of relapse in YP and EP, relapsing disease associates with infectious events in YP, but not in EP. Background: Although medical treatment has advanced, surgical treatment is needed to control the progression and symptoms of Takayau arteritis (TA). Endovascular intervention or surgical revascularization is performed; however, there are few comparative studies of these methods. Objectives: There are many studies about surgery and endovascular intervention; however, it is still unclear which treatment has better a benefit/risk ratio. Because neither meta-analysis nor large-scale studies are available for surgical treatment of TA, we conducted a meta-analysis to examine the outcome of surgical treatment. Methods: A meta-analysis comparing endovascular intervention and surgery outcomes was performed using the MEDLINE and Embase databases. Results: A total of 14 studies of 598 patients and 1,049 lesions were included. Endovascular intervention was performed in 418 lesions and surgery in 631 lesions. Restenosis was more common in endovascular intervention than in surgery (odds ratio [OR] =2.74, 95% confidence interval [CI] =1. 75-4.27, p <0.00001) . Other complications, including stroke, did not differ between endovascular intervention and surgery (OR =0.75, 95% CI =0.49-1.15, p =0.19). There was no difference in mortality between the two groups (OR =1.11, 95% CI =0.50-2.46, p =0.81). Conclusions: This meta-analysis showed the superiority of surgical revascularization over endovascular intervention.
